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92, No. 9, pages 3210-3217, entire document. 

HUMEAU et al. Successful Reconstitution of Human Hematopoiesis 
in the SCID-hu Mouse by Genetically Modified, Highly Enriched 
Progenitors Isolated From Fetal Liver. Blood. 01 November 1997, 
Vol. 90, No. 9 pages 3496-3506, figure 2 and figure 5. 

PERSONS et al. Retro viral-Mediated Transfer of the Green 
Fluorescent Protein Gene Into Murine Hematopoietic Cells 
Facilitates Scoring and Selection of Transduced Progenitors In Vitro 
nd Identification of Genetically Modified Cells in Vivo. Blood. 01 
September 1997, Vol. 90, No. 5, pages 1777-1786, figure 1. 

US 5,502,176 A (TENEN et al.) 26 March 1996, entire document. 
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the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document u 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
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Examining Authority and is transmitted to the applicant according to Article 36. 
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| | T*iis report is also accompanied by ANNEXES, ie., sheets of the description, claims and/for drawings which have 
been amended and are the basis for this report ancLor sheets containing rectifications made before this Authority, 
(see Rule 7a 16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 0 sheets. 
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1. With regard to the flmwuta of the international application:* 
| x | the international application as originally filed 
|"^"| the description: 



pages . 
pages . 
pages . 



1-35 
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_ , as originally filed 
filed with the demand 



, filed with the letter of 



| x| 106 claims: 

pages 

pages 

pages 

pages 



36-38 



NONE 



NONE 



NONE 



, as originally filed 

. , as amended (together with any statement) under Article 19 
, filed with the demand 



, filed with the letter of 



| x| the drawings: 

pages 

pages 

pages 



NONE 



NONE 



, as originally filed 

, filed with the demand 



| x| the sequence listing part of the description: 

pages NONE 

pages NONE 

pages NONE 



, filed with the letter of . 
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filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I 1 the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I | the language of publication of the international application (under Rule 48.3(b)). 

| I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing 

□ contained in the international application in printed form. 

| | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

[ | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

| | The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
1 been furnished. 

4 | x| The amendments have resulted in the cancellation of: 

QD the description, pages NONE 

the claims, Nos. NONE 

fxl the drawings, sheets/fig NONE 



This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets^ which have been famished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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INTERNATIONAL preliminary examination report 


International application No. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. statement 




Novelty (N) Claims NONE 


YES 


filalmtt 1-19 


NO 


Inventive Step (IS) Claims NONE 


YES 


Claims i-io 


NO 



Industrial Applicability (IA) Claims *- 19 YES 

Claims NONE NO 



8. citations and explanations (Rule 70.7) 

Claims 1-19 lack novelty under PCT Article 33(a) as being anticipated bj Chen et al. and Tenen et al. 

Claims 1-19 encompass a composition of transduced myeloid-committed stem cells and methods of using the 
composition to express an exogenous genes under the regulation of a myeloid specific promoter in a subject. Several general 
groups of transgenes are recited in the claims 2, 5, 17 and 19, with specific transgenes associated with diseases/disorders that 
have defined genetic defects in claims 10-14. The specification describes methodology on how one would isolate the composition 
of cells and transduce them with retroviral constructs, and general methodology on how one would create the retroviral vectors 
with the specific transgene and general methodology on how one would treat a subject with a known genetic defect. No details 
on specific expression levels needed for successful treatment of a specific disease/disorder are discussed. One example of 
transducing cells with a retroviral vector is given and one prophetic example on how one could potentiate an immune response 
is described. 

Chen et al. describe the isolation of myeloid-committed stem cells (entire document, in particular summarized in 
abstract and illustrated in figure 3). Further, they demonstrate the retroviral transduction and myeloid specific expression of 
a transgene in these cells. Finally, Chen et al. propose the use of these cells and other transgenes for the exogenous expression 
for therapy based treatment of genetic disorders and to potentiate an immune response (page 3216; last paragraph). While Chen 
et al. do not recite the general list of transgenes or specific transgenes associated with specific disorders/diseases, one of 
ordinary skill in the art would know how to use and practice the invention as claimed in light of Chen et al., as the transgenes 
listed in the claims represent genes that one would generally want to express. Therefor, Chen et al. anticipate the claimed 
invention. 

Tenen et al. describe the isolation of the CDllB myeloid specific promoter and methods of using the promoter in 
vector systems to achieve myeloid specific expression of transgenes in (Continued on Supplemental Sheet.) 
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V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 

myeloid cells. As reasoned above for Chen et al., one of ordinary skill in the art would know to use the genes recited in the 
claims in the expression vectors and methods described in Tenen et al. Therefor, Tenen et al. anticipate the claimed 
invention. 

Persons et al. has been cited to demonstrate another source of a retroviral vector which could be substituted for the 
one described in Chen et si or Tenen et al. for use in the methods of cell transduction. Humeau et al. has been cited as 
alternative source for myeloid progenitor cells. While the specification of the present application teaches methods to isolate a 
myeloid committed stem cell, claim 1 as written encompasses any composition comprising the myeloid stem cell. Therefor, 
bone marrow, a source of the myeloid progenitor stem cell, transduced as described by Humeau et al. anticipates claim 1. 
The general methodology described in the specification of the present application is prophetic and not reduced to practice, and 
so the prophetic use proposed by Humeau et al. for gene therapy (page 3504; last line) in light of the general reasoning 
discussed above for one skilled in the art, anticipate claims 2-19. 



NEW CITATIONS 
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